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To: Luc Montagnier <emartin@pasteur.fr> 
From: John Scythes <jscythes @infinity.net> 
Subject: syphilis screening by NAA 

Cc: Karoly Nagy <nagykar@net.sote.hu> 
Bcc: 

Attached: 


At 11:28 AM 21/03/2005, you wrote: 
Dear John, 


As you know, | am deeply involved in the role of bacterial co-factors in AIDS. This may imply any 
kind of bacterium, including syphilis. 


| recently developed more refined molecular techniques to detect any procaryotic agent. 


| should be pleased to include specific treponema primers in a newly planned investigation on 
AIDS patients. 


lam not going to the Amsterdam meeting in July. Unless unexpected events, | will be in Paris and 
pleased to have you coming to my office for a fruitful discussion. 


Sincerely, 
Luc 


-----Message d'origine-—--- 

De : martin edith [mailto:emartin@pasteur. fr] 
Envoye : vendredi 18 mars 2005 16:22 

A: Claircy-riviere, C. 

Objet : Fwd: Re: Fwd: Lair and Naidech in Neurology 


Dear Luc: 


it would be a great pleasure to visit with you, and to discuss the possible use of gene detection to 
exclude chronic and latent syphilis in AIDS and HIV cases. | can come to Paris either before or 
after the July 10-13th meeting in Amsterdam. 


| have written yesterday to Karoly Nagy in Budapest to ask his thoughts on the best advice to give 


you. Karoly and | devised the idea for a syphilis PCR screening test on whole blood - but he is the 
scientist with the bench skills. | 


He has just been appointed to Chair of Medical Microbiology at the Semmelweis Medical Sciences 
University. 


| will write to you again within two weeks, 


With my best wishes, 
John 


ite en: me 






Envelope-to: jscythes @infinity.net 
rag fie = Me He oe and Naidech in Neurology 
: ' r 17:28:43 + 
X-MS-Has-Attach: ees 
Te NEF Correlator: 
ad-Topic: Re: Fwd: Lair and Naidech in Neurol 
a. ogy 
Mee ee a AcUrzvih7zZHDATU9SSCW80Sb6mkdjgC VPF 0Q 
rom: "Claircy-riviere, C." <c.claircy-riviere@unesco,org> 
To: <jscythes @infinity.net> 
or aga (S:99.90000/99.90000 R:95.9108 P:95.9108 M:97.0232 C:98.7678 ) 
-pstn-settings: 3 (1.0000:1.0000) s gt3 gt2 gtirpmec 
X-pstn-addresses: from <c.claircy-riviere@unesco.org> [db-null] 


Dear John, 


AS you know, | am deeply involved in the role of bacterial co-factors in AIDS. This may imply a 
kind of bacterium, including syphilis. lip a 


| recently developed more refined molecular techniques to detect any procaryotic agent. 


| should be pleased to include specific treponema primers in a newly planned investigation on AIDS 
patients. 


1am not going to the Amsterdam meeting in July. Unless unexpected events, | will be in Paris and 
pleased to have you coming to my office for a fruitful discussion. 


Sincerely, 
Luc 


-----Message d'origine--—-- 

De : martin edith [mailto:emartin@pasteur fr) 
Envoyé : vendredi 18 mars 2005 16:22 

A: Claircy-riviere, C. 

Objet : Fwd: Re: Fwd: Lair and Naidech in Neurology 


>X-Greylist delayed 2356 seconds by postgrey-1,16 at 
>vieux-lille.sis.pasteur.fr; Fri, 18 Mar 2005 16:10:32 CET 
>X-Sender: jscythes @infinity.net@pop.primus.ca 

>X-Mailer: QUALCOMM Windows Eudora Version 6.0.3.0 
>Date: Fri, 18 Mar 2005 09:31:01 -0500 

>To: Luc Montagnier <emartin@pasteur.fr> 

>From: John Scythes <jscythes @infinity.net> 

>Subject Fwd: Re: Fwd: Lair and Naidech in Neurology 

>Cc: “Bob Notenboom” <bnotenboom @phoenixbiotech.com> 
>X-Spam-Status: No, hits=0.5 tagged_above=-999.0 required=5,0 
> tests=CASHCASHCASH, MAILTO_TO_SPAM_ADDR 


>X-Spam-Level: 

> 
Bn  ———————————————eeeeeee 
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>Dear Luc: 

> 

>I hope you are well these days. | am still working hard with our little 

_ >group on the question of syphilis as a co-factor for progression to AIDS. 
__ >We remain concerned that many syphilis cases slip by into latency, 
>especially in the HIV(+) men, and in heterosexual Africa. The screening 
>concepts need to be changed. Bob Notenboom has succeeded in selling one of 
>his new screening tests in the USA (to Kaiser Permanente). He is also 
>involved in a number of evaluations of syphilis detection in America (Mayo 
>Clinic for example). As well, he has just returned from the Republic of 
>South Africa. 

> 

>I will be in Amsterdam for the 2005 ISSTDR, July 10-13, and this is close 
>by for you. | recall in 1992 that you drove up to the Amsterdam AIDS 
>congress. Two of my colleagues in this syphilis detection effort, Bob 
>Notenboom and Karoly Nagy will also be at ISSTDR this summer. Would you 
>have time to attend, and meet with us? 

> 

>Please find enclosed a recent interaction with two American medical 
>residents re neurosyphilis and HIV. 

> 

>With my best wishes, 

>John 

> 

> 

>>Envelope-to: jscythes @infinity.net 

>>X-Originating-Ip: 209.107.68.193 

>>Organization: Northwestern University Medical School 

>>X-Webmail-User: ana279@localhost 

>>To: jscythes @infinity.net 

>>Cc: KBGMD@aol.com, colman@colman.net, lairl(01@med.nyu.edu 
>>X-Http_host: lulu.it.northwestern.edu 

>>From: Andrew Naidech <a-naidech@northwestern.edu> 

>>Subject: Re: Fwd: Lair and Naidech in Neurology 

>>Date: Thu, 17 Feb 2005 10:00:53 -0600 

>>Reply-To: Andrew Naidech <a-naidech@northwestern.edu> 

>>X-Mailer: EMUmail 5.2.7 (UA Mozilla/4.0 (compatible; MSIE 6.0; Windows NT 
>> 5.1; .NET CLR 1.1.4322)) 

>>X-pstn-levels:  (S:99.90000/99.90000 R:95.9108 P:95.9108 M:97.0232 ) 
>> 

>>Dear Mr. Scythes - 

>> 

>>Thank you very much for your thoughtful commentary on our recent paper. 
>> 

>>We excluded HIV-positive patients because we felt neurosyphilis in HIV 
>>positive patients was a 

>>different disease than neurosyphilis in HIV negative patients. In 

>>addition, there is substantial 

>>recent literature on neurosyphilis in HIV-positive patients but very 
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>>little in HIV-negative 

>>patients. We attempted to fill that hole in the literature. 
>> 

>>I agree there is much work that needs to be done. However, my career 
>>focus has shifted to 

>>neurointensive care from neuro-ID. 

>> 

>>Thank you again for your interest in our work. 

o> 

>>Sincerely, 

>>Andrew Naidech MD MSPH 

>>Asst Professor of Neurology and Critical Care 


>> Northwestern University Feinberg School of Medicine 
>> 


>>Date: Thu, 03 Feb 2005 14:16:48 -0500 

>> 

>> >From: John Scythes <jscythes @infinity.net> 
>> >Subject: Lair and Naidech in Neurology 


>> 








>>On Thu, 17 Feb 2005 9:15:50 am CST John Scythes wrote: 


>> 

>>Dear Dr Naidech: 

>> 

>>| commented (on your Oct 12 resident and fellow page article) a few days 
>>ago to a friend of mine, Dr Ken Gross, Professor of Neurology, U of Miami. 
>> 

>>You can Google "john scythes" and quickly see where | am coming from with 
>>respect to the difficulty of detecting and treating syphilis. As well, | 

>>was invited by the local organising committee of the European Academy of 
>>Dermatology, with registration paid, to give a paper on our reasoning for 
>>NAA/PCR studies in syphilis research. | went to Budapest for the EADV 
>>Congress April 30/04. The paper is archived on the net 

>>at http://colman.net/leadv 

>>Also, | recommend reading Christina Marra's review (Seattle), in Clinical 
>>Infectious Diseases, April/04. 

>> 

>>If this field still interests you, | am happy to interact further. 

>> 

>>Best, 

>>John Scythes 

>> 

>> 

>> >Date: Thu, 03 Feb 2005 14:16:48 -0500 

>> >To: Ken Gross <KBGMD@aol.com> 

>> >From: John Scythes <jscythes @infinity.net> 

>> >Subject: Lair and Naidech in Neurology 

>> >Cc: Colman Jones <colman@colman.net> 


mn 
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Dethedadellned Mindat edd | Deller it Bechtel ath ol thd Hs Meeende Dd A TA Naadadibe toda llldadaeadle\ Avachteradheaahihtastial bathed AP Pe ee 


>>> 
>> >Hi Ken: 
>>> 


>> >Thank-you for bringing this article to my attention. 
>> > 


>> >Finally | got this Tulane University review of 17 neurosyphilis (ns) Cases: 

>> > 

>> >| hope | can help with ideas that might lead to a reply to how these young 

>> >authors see things. 

eo 

>> >Firstly, | can't accept excluding the 31 HIV cases. | say this partly 

>> >because of the very provocative title wording of the Harborview ns review 

>> >(Marra) in CID April/04: "Does HIV status matter?". | also do not 

>> >understand how we can leave out Bernard Dattner's ten years of checking up 
>> >on the recall capacity (G & C type IV) of his 600-plus patients admitted 

>> >to his neurlogy ward for ns management. The patients had to be almost all 
>> >AIDS cases in order to fail in the TB recall test(Mantoux), and in 

>> >cutaneous challenge scratch tests, and in in-vitro transformation tests, 

>> >when stimulated with a T-cell mitogenic substance. This summary of 600 
>> >cases appears on pg 333 of Dattner’s text "Neurosyphilis" published in 

>> >1944! Only the ns cases, of all the Allgemeines Krankenhaus admissions, 
>> >had this peculiar Acquired Immune Defeciency in adulthood - lifelong 

>> >cutaneous anergy. Why not just have a different take, and suggest to the 

>> >Neurology readers that the 31 excluded HIV(+) ns cases are those persons 
>> >with the bad luck of a poor outcome from syphilis and syphilis therapy, 

>> >and HIV is a co-factor? This fits better with what 

>> >Christina Marra found in her 59 cases - HIV hardly matters at all. Then 

>> >the Neurology authors ask how often is ns missed entirely - a good 

>> question! 

>> > 

>> >Please correct me if your experience is different, but in Toronto at least 

>> >half of the dementias of advanced HIV disease have no infectious agent 

>> >found to treat. The auto-immunity is of course involved. The exclusion of 

>> >syphilis is based on the completely unfounded assumption that later stages 
>> >of syphilis are reliably detected with treponemal tests - ie lifelong 

>> >antibodies in FTA-Abs or TPHA tests. These are the lucky ones! The Tulane 
>> >residents get this wrong too. We found about 40 men with advancing HIV 
>> >disease, and all died, where treponemal tests, often at high titer, simply 

>> >went negative in weeks or months. Our window of observation was an average 
>> >of 18 months, while the active sexual lives of our individuals spanned 

>> >many decades. | maintain we have no test, by antibody detection, which can 
>> >reliably exclude syphilis in the HIV cases. Our test observations have 

>> >been confirmed in other centres, and Gail Bolen and Jennifer Haas come to 
>> >mind at San Francisco General, JID in '90. Now the HIV=AIDS consensus 
>> >precludes further work on syphilis detection and immune suppression from 
>> >unresolved syphilis. 

>> > 

>> >The authors might like to to read Evan Thomas' 1949 text, "Syphilis its 

>> >Course and Management" on the effective use of heat paroxysmal therapies 
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>> >alongside penicillin in refractory ns cases. Also, latent syphilis he fasion 
>> >more effectively treated with mapharsen if sero-reversal was the 


>> >endpoint. The problem was toxicity and lack of compliance with twice 
>> >weekly injections. 
>>> 


>> >Another problem these days is our failure to use enough penicillin in the és 
>> >two decades before the re-emergence of AIDS in America. The 2.4 miuim BPG, 
>> >in only one dose, leaves almost all patients still infected according to 

>> >several of my European colleagues. The CNS is certainly not cured after 


>> >one course of this depot penG, as routinely still used for early syphilis 
>> >in many centres. 
>>> 


>> >The treponemal tests do indeed respond qualitatively and quantitatively if . 
>> >enough penG is given. A minimum of three courses of 2.4 imBPG is required 
>> >for all syphilis stages (Luger and Schmidt - Vienna). Musher (VA Houston) 
>> >found 19/36 HIV men had latent syphilis and anti-treponemal IgM (Annals of 
>> >IM), and he tried to get the IgM marker to disappear - not at all easy to 


>> >do once someone is at the AIDS stages from the regulatory effect of 
>> >unresolved syphilis. 
>>> 


>> >T. pallidum does not like to stay in bodily fluids. It enters tissues, and 

>> >digs in deeply. In artificial media, it can move several times its own 

>> >length along the helical axis of the organism. It does this in a fraction 

>> >of a second. It attaches to all human tissue, and has the ability to 

>> >disrupt cell membranes and cell junctions and enter bone marrow, lymphoid 
>> >tissue, and all CNS (eye) humours and tissues. It does all this weeks 

>> >before symptoms or antibodies appear. It has, as a component of its 

>> >parasitic strategy, a completely facultative intracellular residence. The 

>> >"two organism" concept of Konrad and Victoria Wicher (Albany) comes to 


>> >mind - some Tp are processed and others seemingly cannot be cleared from 
>> >the host. 


>> > 


>> >Now a bit about syphilis and auto-immunity. |am not a bio-chemist as you 
>> >know. Syphilis screening in America is based on an autoantibody to beef 
>> >heart antigens - cholesterol, lecithin, and (largely) cardiolipin. Nerves 

>> >contain lots of cephalin? Antiphospholipid ab is also reported in 

>> >syphilis, as are CICs (Wicher & Wicher). Anti-lymphocyte antibodies as 
>> >well are reported. Double stranded DNA is not reported. A complete 

>> >Th-1-->Th2 cytokine switch occurs if syphilis is not treated within a year 
>> >(Fitzgerald). Therapy does not reverse this. This is possibly part of your 
>> >"'triggering" hypothesis we have been talking about. A few syphilis authors 
>> >discuss the auto-immunisation problem in the 60s and 70s texts. 

> Pd P 4 

>> >In his 1944 text, Modern Clinical Syphilology, 3rd edition, John H. Stokes 
>> >devotes about 100 pages, chapter XX pg 967, to late syphilis of the 

>> >nervous system. | browsed my copy of this heavy 1400 pg book because | saw 
>> >another interesting paper in Neurology, same vol 63, pg 1270, on the 

>> >treatment of AIDS-associated myelopathy with L-methionine. | found the 
>> >Clinical course of "Erbs syphilitic spinal paralysis" on pg 1008 to be 
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>> >quite close - indolent, involving the thoracic spine, not an opportunistic 

>> >infection, etc etc. The vacuoles are filled with the residue of an 

>> >auto-immune attack, the clustered foamy macrophage, squashing the neuronal 
>> >axon. HIV isn't there, which is consistent with much HIV-associated CNS 

>> >pathology. 


>> > 


>> >So taken together my little comments only get me back to a need to create 
>> >more interest in syphilis. APCR screening project could perhaps work. It 
>> >seems to suggest latent syphilis infection without antibody in our 

>> >Hungarian projects. But how to do it without access to documented 

>> >specimens in the AIDS/HIV clinics? | don't know. 

>>> 

>> >Hope this is a bit useful - | feel we may never get really good sy studies 
>> >going. We have been trying here for years. A team is needed and some 
>> $$$, too. 

>> > 

>> >Best, 

>> >John 


Edith MARTIN 
Secrétaire de I'Unité de Mycologie Moléculaire 
Département Ecosystémes & Epidémiologie des Maladies Infectieuses 
Institut Pasteur, Paris 
xe Tel. : 33 (0) 1 45 68 83 54 
. oy Fax : 33 (0) 1 45 68 84 20 
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